Symptoms related to blood pressure, pulse rate, and blood concentrations ofcortisol, zidovudine, and the 5-0-glucuronide ofzidovudine (GAZT) in patient given zidovudine 200 mg and placebo
Seven weeks later, at 7 am on consecutive mornings, a double blind placebo controlled challenge was performed. An intravenous cannula was inserted with the patient resting on an examination couch. Blood pressure and pulse rate were recorded with an electronic Colin sphygmomanometer (103 N Mark 3) half an hour before the drug was given; when the patient took two unmarked capsules; and at set intervals thereafter. The patient independently recorded any symptoms. Blood (20 ml) was taken via the cannula at set intervals and aliquots of plasma and serum immediately frozen at -20°C. Blinded specimens were assayed for both zidovudine (limit detection 0-25 [tmol/l) and a major metabolite, the 5-O-glucuronide of zidovudine (3-azido-3-deoxy-5-B-D-glucopyranuronosylthymidine; GAZT) (limit of detection 2-0 himol/l), by high performance liquid chromatography (table) . There was no appreciable abnormality or fluctuation in serial concentrations of sodium, potassium chloride, bicarbonate, urea, creatinine, calcium, phosphate, albumin, and magnesium.
There was no evidence of autonomic neuropathy: the response of blood pressure and pulse to the Valsalva manoeuvre was normal. The short tetracosactrin stress test showed a suboptimal response from a baseline value of 362 nmol/l to 517 nmol/l at 30 minutes.
Comment
Postural hypotension related to zidovudine has not been reported previously. Dizziness, however, was reported in a small number of patients in both the group given zidovudine and the group given placebo in a controlled trial, but the nature and timing of the symptoms were not stated.4 In our patient the symptoms occurred only after he took zidovudine and coincided with the raised blood concentrations of both zidovudine and the metabolite that we measured. This drug profile corresponds with the published data on the pharmacokinetics and bioavailability of zidovudine in humans. Oxidation by free radicals may be a cause of Dupuytren's contracture as ischaemia related conversion of xanthine dehydrogenase to xanthine oxidase, which reduces oxygen to yield superoxide free radicals, has been shown in surgical specimens of Dupuytren's contractures.' These free radicals are thought to induce proliferation of fibroblasts and production of type III collagen, which lead to fibrosis of the palmar aponeurosis. Furthermore, treatment with allopurinol may improve Dupuytren's contractures by binding xanthine oxidase and preventing production of the free radicals.5 Possibly, increased production of free radicals also occurs in patients infected with HIV. Free radicals derived from oxygen are responsible for oxidation of unsaturated fatty acids in cell membranes, and increased plasma concentrations of malondialdehyde, which indicate high basal peroxidation of lipids, have been shown in patients with HIV infection.2
The prevalence of Dupuytren's contractures in patients infected with HIV may, therefore, be an important marker of disturbed metabolism of free radicals derived from oxygen, which in turn may be an important intermediary mechanism in the development of AIDS. This suggests that treatment with a scavenger of free radicals such as ascorbic acid may have a role in preventing some manifestations or progression of the disease. There is no nationally accepted training programme for senior house officers in accident and emergency.
Teaching varies from comprehensive instruction before and during tenure of the post to no formal instruction at all, and some medical schools do not provide any undergraduate training in the specialty. Yates and Wakeford showed that senior house officers were poorly prepared for the work that they were about to undertake'; when tuition was provided the format was determined by the senior staff. We undertook a study to gain a perspective of teaching from the trainees' view point.
Methods and results
We distributed a questionnaire to 60 senior house officers at eight different hospitals who had had more than three months' experience in accident and emergency work. The questionnaire assessed their personal preparation for the post, the amount of teaching provided, and the effect that teaching had had on their confidence. A linear analogue scale from 0 to 9 was used to assess their clinical confidence.
Before starting the post three doctors had done more than 20 hours' reading, 15 between 11 and 20 hours, 18 up to 10 hours, and 24 none. Twenty eight had attended an introductory weekend course and 16 an introductory day course.
All 60 doctors received one to two hours of teaching each week from senior staff in the accident and emergency department and other specialist staff. Eighteen, however, had not received any teaching on multiple or minor injuries, nine on resuscitation, and 37 on spinal injuries. X2 Analysis was used to study any correlation between the score for clinical confidence and formal teaching on various subjects (table). A figure for overall confidence was obtained by adding individual scores for the 10 broad subject categories and a further 10 specific acute clinical problems-namely, acute anaphylaxis, myocardial infarction, the sudden infant death syndrome, managing violent patients, acute epiglottitis, 60% burns, multiple injuries, finger tip injuries, patients with head injuries refusing admission, and cardiac arrest. Overall confidence was not significantly correlated with previous postgraduate experience, but was with the number of months spent working in accident and emergency (Kruskal-Wallis test, H value = 11-44; p<O-Ol) and the number of hours spent in personal preparation (H value = 7-23; p<005) . Fifty seven of the doctors thought that accident
